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66. (New) The recombinant protein preparation of claim 63, wherein the 
analog comprises less than 3 amino acid substitutions.- ' 



Remarks 



Introductory rnmmA n ( r 

Claims 25-27 and 43-45 and 55-57 were examined in the Office Action 
dated May 18, 1998 and rejected based so!el y on 35 USC § 102(b), as anticipated by 
Heldtn e. a.., NaH.re (I 986) 312:51 1-5U ("Heldin"). This rejection was traversed in the 
paper filed by applicants on November 18, 1998. However, the Advisory Action 
maintained the rejection, stating that the response presented arguments "previously 
presented and answered." Accordingly, applicants submit herewith further argtmtents and 
evidence to support their position. 

Overview of t he Ahoy* Am. ..^. n ,- . 

Claims 25-27 have been amended to eliminate the terminology 
"substantially homologous and functionally equivalent" and to substitute instead the 
rectation that the analog "comprises less man 10 amino acid variations and retains PDGF 
b.ologtcal activity as measured using a human foreskin fibroblast mitogen assay." These 
amendments are made solely to recite the invention with greater particularity and are no. 
meant to be an acquiescence in any rejections. 

New claims 58-66 have been added and recite particular embodiments of 

the invention. 

Support for the amendments and new claims may be found throughout the 
spectfcation at, e.g., page 6, lines 24-3 1 and page 38, line 16 through page 39, line 28 
Thus, no new matter has been added to the application. 



c 



AttyDktNo. 0054.009 
USSN: 08/453,350 
PATENT 



Rejection Under 35 USC S102fl?> : 

The rejection of claims 25-27, 43-45 and 55-57 under 35 U.S.C. § 102(b), 
over Heldin et al., Nature (1986) 319:51 1-514 ("Heldin") was maintained in the Advisory 
Action, apparently for reasons of record. In the final rejection, the Office asserted that 
Dr. Betsholtz's Declaration was insufficient to overcome the rejection allegedly because 
certain statements made therein were "not supported with any evidence of record." In 
particular, the Office Action disputed statements made in paragraph 5 of the Declaration 
that "methods of purifying proteins from human sources... cannot result in a protein 
product free of contaminating human proteins." The Action argued that Heldin's 
preparation is purified to homogeneity because: (1) "Heldin et al. demonstrate a single 
band on a silver-stained gel, which is indicative in the art of a homogeneous preparation 
of protein" (Office Action, page 4, lines 1-2); (2) "Heldin et al. specifically state that 'one 
homogeneous component of M r 31,000- was obtained in non-reducing conditions'... The 
"Declaration has identified no human virus which would copurify with a molecular 
weight of 31,000" (Office Action, page 4, lines 3-5); and (3) "Heldin et al. state that no 
other amino acid sequence was obtained from the purified PDGF AA preparation" (Office 
Action, page 4, lines 5-6) . 

Applicants do not agree with the above contentions and are submitting the 
Declaration of Lawrence Scott Cousens, Ph.D., in order to address each of these 
allegations. In particular, as stated in paragraph 2 of Dr. Cousens' Declaration, none of 
the above criteria can be used to support the conclusion that Heldin's preparation was free 
from human proteins other than the ODGF protein. 

First of all, as explained in paragraph 3 of Dr. Cousens' Declaration, "no 
purification technique that uses a human cell as the source of the protein, can render a 
preparation which is absolutely homogeneous and lacking in other human 
proteins...because no protein purification technique is capable of providing a completely 
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detection by our best method T^^n?"" 6 * 1 Pr0tein mi «™Pe 
foreign molecules m , ^ £™> to be nja^iffi^ of P 

Cousens' Declaration, emphasis added/) B ' attached *> Dr- 

It is Dr. Cousens' conclusion then that «» n m , • 

undetectable in a silver-stained eel " See contaminants are 

AddUionally, in paragraph 4 of the Declaration Dr Cn 
a number of proteins do not even stain ■, that 

' W low molecular welsh, „ m ,» CoUSens s,ates «« 

^conclusio^^^^^^ 

n-os, certainly have been seen" ^ the „ ^ Pro,ei " *«■ would 

* - not a, a„ indicative ma, « * °" 3 S "~«< 

that contarmnahng human proteins were 
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contamination by the FDA an w 

Cousens conchy ^ ,, entjre] ' Dr. 

Heldin's preparation, in.,,,,,; . ™" <— A-u. are present in 

weigh, of 3 ,,000,. ta " ,amS te d ° "°< wi* a molecular 

Applicants wish to clarifv th„* > 
applicant, have asserted «ha. He,di„., ? AC " 0n ' *«»*. 

-^edwa^ah,^^^ 

e CO „ tainedpathog : 

«™g P ropa ga „„„. ' ™* h ^ Pa<hoge„i c virases 

« toec, con^nan,, wilh ,. blocked „ * """"^ *" »<™*»l s mg ^ 

«- *- o f h Jrrjiti^r * r dem ** ^ <~„ 

of Prorainent scientists h fc fiI 7 ™- * on to ^ by ^ 

on «. Heldin paper, Further , ^ ^ * * . of a coamhor 

Edicts ^ st a tem e„ ts , statemeMs * ^ ° ffl « * direc Uy 

»oKo mb er gss , ( e mentearetherefore 
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Applicants respectfully request that if the Examiner maintains the assertion that the 
evidence is inadequate to overcome the instant rejection, she present her qualifications as 
one of ordinary skill in the art in an affidavit pursuant to 37 CFR §1.1 07(a), along with 
facts to support the conclusion. Without such a showing, the rejection cannot stand. 

Finally, the Advisory Action states that applicants' arguments were 
previously presented and answered. However, in the response to the final rejection, 
applicants pointed out how the preparations of claims 55-57 differed from Heldin. The 
Office has not explained why this rejection has been maintained. Applicants reiterate that 
claims 55-57, directed to preparations for topical administration, are not anticipated by 
Heldin. As explained above, Heldin' s preparation was not completely devoid of other 
human proteins. Additionally, the disclosure of phosphate buffer, relied on by the Office, 
is with reference to subparts (a) and (b) of Figure 1. Figures 1(a) and 1(b) clearly relate 
to heterogeneous mixtures of proteins, as evident from the multiple bands seen in the 
figures. Accordingly, the legend of Figure 1 does not render claims 55-57 anticipated, as 
argued by the Office. 

Applicants reiterate it is only because they cloned the gene encoding PDGF 
that they were able to prepare a PDGF preparation free of other human protein 
contaminants. A significant advantage is gained by producing the proteins recombinantly 
rather than by isolating PDGF from natural sources as preparations can be obtained that 
are devoid of molecules normally present in cells that naturally produce the protein. 
Potential viral agents from natural sources are also avoided. Thus, a preparation 
containing a recombinant protein both distinguishes from, and has significant advantages 
over, the prior art. Applicants therefore request withdrawal of the rejection over the art. 
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Conclusion 



Applicants respectfully submit that the claims define an invention which is 



novel and nonobvious over the art. Accordingly, allowance is believed to be in order and 
an early notification to that effect would be appreciated. 



Please direct all further communications in this application to: 

Mr. Joseph H. Guth 
Chiron Corporation 
Intellectual Property - R440 
P.O. Box 8097 
Emeryville, CA 94662-8097 
Telephone: (510)923-3888 
Facsimile: (510)655-3542. 



CHIRON CORPORATION 
Intellectual Property - R440 
P.O. Box 8097 
Emeryville, CA 94662-8097 
Telephone: (510)923-3888 
Facsimile: (510) 655-3542 



Respectfully submitted, 





Roberta L. Robins 
Registration No. 33,208 
Attorney for Applicants 
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